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© Mlacin-contalning composition and Its therapeutic use. 

e An anti^ipidemic pharmaceuti ca, or ~ Z?£^£l2£ 

a combination of niacin and guar gum, and a , methoc of lowe nog en M eliminates tne 

especially LDL cholesterol levels, is disclosed. 
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NIACIN-CONTA1N1NG COMPOSITION AND ITS THERAPEUTIC USE 

This invention relates to antihyperlipidemic pharmaceutic* or dietary supp.ement composes contain- 
ing niacin, and their use in treating hypolipidemic conditions. 

Novel aspects of the invention are: rhararterised bv reduced flushing effect, 

An oral antihyperlipidemic composition ^J^^^S^^^^m^ 
comprising as active ingredients n.cotinic acid an ^^^^^ of nicotinic acid is at least 
contains at least 50 mg of nicotinic acid; such ' a composition wherein the amount of 

about 50 mg and the amount of guar gum is at leas 250 mg. ™ h e J^J 400 mg. in capsule or tablet 
nicotinic acid is at least about 50 mg ^'^^^ l ^£J S0 mg and the amount of 
form; such a composition wherein the amount of ."^^l^. such a cornp osition comprising a 
guar gum is at least about 400 mg. composing ^ "^J^ * ora ^-inge S tlb.e non-toxic 
^ysiolgicany-acceptabl^ , magnesium saK; ^^Z^oZ^J, the mineral salt is 
mineral salt capable of dissolution in the gastnc : tiuia ^ carbonate, and potassium carbonate; 

selected from the group consisting of c-^jcarta^. "*^ c £^ nfl P als0 . quantity of a 
such a composition wherein the active nngr wtato are m powder to P ^ ^ ^ 

GENERAL DESCRIPTION OF THE INVENTION 

The invention, in shorL comprises the ^ «^ 

be effective antihypercholesterolem.c agents w,th the [J» ^ fQrm . Alternative , y , the 

antihyperchoiesterclemic c ™ bina of both together in 

two active ingredients may be orally ^^^^^ augmented antihyperchoiesterclemic 
a combination composition is preferred. In add-on * ™ < *^™ tne usuaj cuten eous flushing, 
effect of the combination and combination whicn ordinarily results from 

resulting in itching or prickling of the skin, as weV " J^J^^^^ {reque ntly manifests itself 
harmless dilation of the skin capillaries '"^^ or essentially 

even at a niacin dose as low as 50 mg. has unpredictably beer . ouna g y ^ ^ ^ 

eKminated when the niacin is of fiber to one part of 

guar gum fibers to ^J^^^Sc ZTJ^e effective. Advantageously, a metal 
nicotinic acid on a we.ght bas.s, a though b ruder WS are ° dispersability of the 

salt which is soluble in the gastro-.ntestmal fluids is prav.de la a butter jntestinal fluids ^ 

guar gum. Mcrever. the inclusion of a magnesium s art wh^ »» ^le in me 9 ^ ^ 

appeals to reduce still further the flushing itching °^ e Ta^ administered is not 

accordingly preferred. The exact form in wh.ch the active in ^^^^^^^^ 
important, so long as the objectives of 1I !^^^-^;S like, whether administered 
of the usual tablets, capsules, suspensions > la, dtoay supplements involving 

singly or in combination, and may moreover be provided m the ^^^^ £. especially when 

pleasant palatable flavor thereto. 
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DETAILED DESCRIPTION OF THE INVENTION 
The foliowing Examples are given to i.iustrate the invention, but are not to be construed as limiting. 
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Example 1_ 

A composition is prepared according to the following formula: 
Guar gum (Cyamopsis Tetragonoloba) 400-500 mg 

a d .sag. - ,„ , S , capsulas. ». 
«0-500 mg ol niacin, dm lo «• P"*"* »' *" ?™ „ ° „, „ goa r gum is 6 to 7.6 grama ana the 

recommended daily dose of niacin when used alone. 
Example 2 

. »o - - ^ in ^ w^rs srs 

is included in the composition in an amount of "^J 9 ^, mg and , a t a TID regimen, the number 
25 ■ Example 3 

. hvrirnxide or other physiologically-acceptable 

in additional formulations, calcium carbonate, aluminum hydrox.de, 
mineral salt is employed as buffer or antacid. 
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Example 4 

' Jt rt „ *n the* nrpsent invention is the following: 

A further specific Example of a formulation accord.ng to the present 



Guar gum 


470 mg 


Niacin 


74 mg 


Magnesium carbonate 


74 mg 



PHARMACOLOGICAL AND CLINICAL EVALUATION 



A The cho—ertng P^-^J^^ 
clinically at a dosage of five (5) capsules TID, mak.ng 15 per day 

two (2) weeks. m an d 1-11 grams of niacin per day. 

This is equivalent to approximately 7.05 grams oi gun y 
The results of the clinical study are as follows: 
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Total Cholesterol 
Before mg/dl 


Total Cholesterol 
After mg/dl 


mg/dl 


% Reduction 


M.T. 
" M.A. ~~" " 
K.E. 
WJ. 
O.M.M. 


264 
- 318 
262 
387 
236 


210 

256 - 
220 
293 
212 


-54 
-62 
-42 
-94 
-24 


20,5 
19.5 
12.2 
24.3 
10.2 



increased. • * a formulation set forth in Example 2, the results are essentially 

B. In similar clinical tests using the fo mulat.on se t torn h tjve experienced by 

C. Aoadng to ft. P»»nt in.en»n » J"* e ' **" r&mpl. 4. In ft. pn»"t sfdv. «* 

following formula: 

Dose: Five (5) capsules, TID (3 times a day) 
Each capsule containing: 



74 mg 


niacin 


470 mg 


guar gum 


74 mg 


magnesium carbonate 
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choio1.ro. -hi* xeroses 20.37* ,n tte»a PJ™J* «» ®£> • ,„ othe( „ rds . , n „ pro»r,t 

^ZSS-CS. SSU i— «— *— a " d 

follows: 
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Day 1 


Day 17 


Cholesterol 

Triglyceride 

HDL-C 

LDL-C 

VLDL-C 

LDL-C/HDL-C 

Chol/HDL-C 


387 
357 
• 39 
277 
71 
7.0 
9.9 


293 MG/DL 
198 MG/DL 
42 MG/DL 
211 MG/DL 
40 MG/DL 
5.0 
7.0 
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Example 4 hereof. 
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Day 1 


Day 18 


Cholesterol 

Triglyceride 

HDL-C 

LDL-C 

VLDL-C 

LDL-C/HDL-C 

Chol/HDL-C 


264 
101 
53 
191 
20 
3.6 
5.0 


210 MG/DL 
70 MG/DL 
56 MG/DL 
140 MG/DL 
14 MG/DL 
2.5 
3.7 



^ uni rhniesterol percentage was mcreasea w.m* 
From the foregoing, it is dear that in both ^J^^SZ, as we,i Is tota. cholestero. and 
th9 LDL cholesterol and the VLDL cholesterol ^^^^^ dropped considerably, 
triglyceride content, and that the rat.cs of LDL-C : to HDL ^and .^.^ a re(juced risk for neart 
Extremely noteworthy is the .mproved LDUHDL ratoo, w 

"- A 7 _ ^.i-n-u^j jntai-nrfttflt nn of such results. _ , . ^ irt tho fnrm 



45 



50 



55 



5 



EP 0 349 235 A2 



70 



75 



to water. arrf , r rf infl to the present invention, an orally-ingestible non-toxic 

, n another preferred embod.men accord ng to Ui. p e simultaneously with the active 

mineral sait capable of dissolution ,n the fl"^^^^ composition therewith and. when the 
ingredients, namely, niacin and guar ^^^^.HSLd or administered, the orally-ingestible 
active ingredients according to ^^J^^^Ed, assists with more rapid and complete 
non-toxic mineral salt capable ^'^^^ac, and is preferabiy se.ected from the group 
internal dispersion of the guar gum in tna ^ ootassium carbonate, 

consisting of calcium carbonate, ™<^Z*^J££? m oral antihyperiipidemic composition of 
, t i S therefore seen that the ^^"^ ^? ush L effects comprising as active ingredients 
nicotinic acid (niacin) characterized by reduced n refc d N ^ ^ espeda||y LDL cn0 , est e r0 
nicotinic acid and guar gum wh.ch .s effective n owenng ^ ^ ^ ^ a method of 

levels, without the usual undes.rab e flush n rt^ng. and * a supplement compos.- 

Bering cholesterol levels by 7*>?^^^C^ thereof, all having the unpredictable 
ton. or by the simultaneous o^™*^ JT^SS. My set forth in the foregoing, 
and highly advantageous characteristics and effects as more y 
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a „H nicotinic acid or a precursor which can be broken down on 

capaDle ot dissolution in gasnic fluid. as0 , „ W5 lologieally-acceptable magnesium salt 

^■SKTJ^-*** „ sua, gum. SO.,00 mg nis* and 80-100 mg 
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